BEST AVAILABLE COPY 

Docket No. 10457-018 
Application Serial No. 09/780,041 

REMARKS 

Claims 24-26, 29, 32, 34, 35 and 39-41 are cancelled above, without prejudice. 
Applicants reserve the right to pursue any subject matter affected by the foregoing 
amendments/cancellations in co-pending or later filed continuation or divisional applications. 
Upon entry of the foregoing amendments, claims 23, 27, 28, 30, 31, and 33 will be before the 
Examiner for consideration. 

i 

The Examiner maintains the object to Figures 3G-3K. In Applicants' previous response 
FIGs 3G-K were deleted, as these figures were not essential to describe or enable any 
embodiments of the subject invention, i.e., they are not essential to patentability. Applicants 
provide herewith a new drawing page which includes Figures 3C-F, with 3G-K removed. 
Applicants believe that this newly provided page addresses the pending objection. 
Reconsideration is requested. 

The objection of claim 32 as pertaining to non-elected subject matter is moot in view of 
the cancellation of claim 32. 

The rejection of claims 34 and 35 is moot in view of the cancellation of claims 34 and 35. 

Claims 23-38, 30-35 and 39-41 are rejected under 35 USC § 1 12, first paragraph, as not 
meeting the written description requirement. Applicants assert that the amendments to claims 23 
and 30 obviate this rejection. Accordingly, in view of the foregoing amendments and remarks, 
Applicants respectfully request the reconsideration and withdrawal of this 35 USC § 1 12 written 
description rejection. 

Claims 23-38 are rejected under 35 USC § 1 12, first paragraph, as not being enabled. 
Applicants assert that the amendments to independent claims 23 and 30 obviate this rejection. 
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Accordingly, Applicants respectfully request the reconsideration and withdrawal of this 35 USC 
§ 1 12 enablement rejection. 

Claims 23-28 and 30-35 and claims 39-41 are rejected under 35 USC 1 12, second 
paragraph, as being indefinite. To the extent this rejection applies to claims 34 and 35, it is now 
moot in view of the cancellation of these claims. With respect to this rejection as it relates to the 
use of the designation P301L, Applicants assert that the amendments to claims 23 and 30 further 
clarify the aberrant form of tau being implemented. Claim 23 and 30 have been amended to 
further clarify that the gene used in the respective methods pertains to "a gene encoding an 
aberrant form of a human tau protein comprising the P301L mutation associated with FTDP-17 . . 
. Thus, this discussion clarifies that it is the aberrant form of a tau gene that encodes for a 
protein having a proline at the 301 position. In view of these amendments and remarks, 
Applicants request reconsideration of this rejection. 

Next, the Examiner rejects claims 30-33 and 40 on the basis of indefiniteness. The 
Examiner states that claim 30 is indefinite as the preamble recites that behavioral changes will 
occur but alleges that no behavioral changes are achieved. Claim 30 has been amended to recite 
that " somatically transferring a gene reduces memory in said living rat or mouse." Support for 
the reduction of memory in a rat or mouse through somatically transferring one or more genes 
into the brain of a rat or mouse is found on pages 18 and 19 of the subject application. In 
addition, as further support for the achievement of loss of memory, Applicants attach a poster 
from the 2004 Society of Neuroscience meeting pertaining to additional specific data involving 
the somatic transfer of a gene encoding an aberrant tau protein comprising the P301L mutation. 
This poster represents data showing that somatic transfer of such aberrant tau protein reduces 
memory in rats. In view of the foregoing remarks, Applicants respectfully request the 
reconsideration and withdrawal of the rejection on this basis. 

Lastly, claims 34 and 35 were rejected as being anticipated by Gotz et al. This rejection 
is now moot in view of the cancellation of claims 34 and 35. Reconsideration is requested. 
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All grounds for rejection or objection having been addressed and overcome herein, it is 
respectfully urged that this application is in condition for allowance. Should the Examiner be of 
the opinion that there remain valid grounds on which any of the claims as herein amended may 
be rejected, it is respectfully requested that the undersigned be accorded the courtesy of a 
telephonic interview to address and overcome any such remaining grounds for rejection. 



Respectfully submitted, 




Timothy H. Vari Dyke, Reg. No. 4321 8 
Phone No.: ^ 407-926-7726 

Address: Beusse, Brownlee Wolter, Mora & Maire, P. A. 
390 N. Orange Ave, Suite 2500 
Orlando, FL 32801 
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Program Number: 787.1 



Day / Time: Tuesday, Oct. 26, 1 :00 PM - 2:00 PM 



Modeling Alzheimer's tauopathy: Adeno - associated virus vector expressing 
mutated tau in the entorhinal cortex of rats impairs spatial working memory 

W.E.Poulton2; M.A.King4,5; E.M.Meyer3; R.Wang4; R.LKIein6; J.J.Ramirez1,2* 

1. Psychology, 2. Neurosci. Program, Davidson CoL, Davidson, NC, USA, 3. 
Pharmacol., 4. Neurosci., Univ. of Florida, Gainesville, FL, USA, 5. Pharmacol, 
and Therapeut, Malcolm Randall VA Med. Ctr., Gainesville, FL, USA; 6. 
LSUHSC, Shreveport, LA, USA 

Entorhinal cortex degeneration begins very early in Alzheimer's disease (AD), a 
disorder characterized by severe memory disruption. Indeed, loss of entorhinal 
volume is predictive of AD and two of the hallmark neuroanatomical markers of 
AD, amyloid plaques and neurofibrillary tangles (NFTs), are particularly prevalent 
in the entorhinal area of AD-afflicted brains. Gene transfer techniques were used 
to create an Alzheimer's model by injecting a recombinant adeno-associated viral 
vector with a mutated human tau gene (P301L) into the entorhinal cortex of adult 
rats. The objective of the present investigation was to determine whether 
localized expression of human mutated tau would produce either behavioral or 
anatomical pathology. Spatial memory on a Y-maze was tested for approximately 
four months post-surgery. Upon completion of behavioral testing the brains were 
assessed for expression of human tau and evidence of tauopathy. Rats injected 
with the tau vector became persistently impaired on the task after about 30 days 
of postoperative testing, whereas the control rats injected with a green 
fluorescent protein control vector performed at criterion levels during that period. 
Histological analysis confirmed the presence of hyperphosphorylated tau and 
NFTs in the entorhinal cortex and neighboring retrohippocampal areas as well as 
degeneration of the perforant path. Thus, vector-induced tauopathy in 
retrohippocampal areas significantly impaired mnemonic functioning in rats. 

Support Contributed By: NIH Grant No. MH60608 to JJR and NIH Grant No. 
AG 10485 to MAK 



Citation: W.E.Poulton, M.A.King, E.M.Meyer, R.Wang, R.L.Klein, JJ. Ramirez. 
Modeling Alzheimer's tauopathy: Adeno - associated virus vector expressing 
mutated tau in the entorhinal cortex of rats impairs spatial working memory. 
Program No. 787.1. 2004 Abstract Viewer/Itinerary Planner. Washington, DC: 
Society for Neuroscience 

2004 Copyright by the Society for Neuroscience all rights reserved. Permission to 
republish any abstract or part of an abstract in any form must be obtained in 
writing from the SfN Office prior to publication 
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This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



